


Time in hours to the first “vateq stool or the first loose or watery stool 
was si . 

P 
cantly shorter with either NaP 8 tabiets or NaP 12 tablets than 

with P G 17 g (wilcoxon rank sum test, pI=O.O007 for a!,l comparisons, 
data not shown). In these normal subjects, time to the first bowel move- 
ment of any kind did not differ significantly among the groups by analysis 
of variance (data not shown). 
SAFETY INFORMATION 
Adverse events: No patient died, had a serious adverse event, or discon- 
tinued for an adverse ever& although one subject in the PEG grou 
lost to follow-up after reporting vomiting and abdominal pain on 8 

was 
ay 2. 

@or and transient adverse events were re orted by 2 additional subjects 
~~~~~~~~~~~~~~.~n~e~~8~ble~~oup,~2sub- 

Information regarding the symptoms captured on the diary (cramping, fla- 
tus, and rectal irritation) is displayed in Table 5. For each symptom the 
number of subjects who reported none, mild, moderate, or severe symp- 
toms is displayed for Day 1 and Day 7. For cramping and rectal irrita- 
tion, symptoms tended to be’ worst in the NaP 12 tablet group on Day 1 
but tended to resolve over time, suggesting a possible relationship to the 
degree of laxation experienced by the subjects. For flatus, the NaP 8 
tablet group reported more symptoms than the other groups, with no clear 
temporal trends. For the data shown, only the differences at Day 1 for 
cramping were statistically significant. 

Data for changes in electrolyte levels are shown in Table 6. Blood was 
drawn in the morning before dosing, so that, for example, the data for 
Day 2 show changes after the first day of dosing. Data for sodium, phos- 

CONCL&ONS 
NaP tablets, at an initial dose of either 8 or 12 tablets dail , 
nificantly greater and more prompt laxative effects than P k! 

rovided sig- 
17gdaiIyin 

healthy vohmteers. All subjects t&in NaP tablets required 1 or more 
dose reductions for excess laxative e B ects, vs. none in the PEG grou 
There were no dropouts for adverse events, but one subject taking P If- G 
was iost to follow-up after reporting vomiting and abdominal pain on Day 
2. The data suggested that laxative effects were accompanied by cram .- 
ing and possibly rectal initation in some subjects; these symptoms x ten ed 
to resolve over time and did not lead to discontinuation. Other adverse 
events were i 
continuation. 5 On 

uent, not medically important, and did not lead to dis- 
ay 2, there were sign&ant differences in changes 

from baseline in serum calcium (with the greatest reductions in the NaP 8 
tablets group) and in serum potassium (with the greatest reductions in the 
NaP 12 tablets group. By the last treatment day, the differences were no 
Ionger significant. NaP tablets, like the widely used NaP solution, 
appears to be a safe and effective laxative. Additional studies in various 
populations of constipated patients are warranted. 

ABSTRACT 
Purpose: This study was intended to assess the safety and laxative effects of one 
week of therapy with sodium phosphate (Nap) tablets. Miralax Ipolyethylene glycol 
(PEG)) was used as a camparator. 
Methods: After a 7 day screening period, 31 healthy volunteers were randomized to 
receive either 8 NaP tablets (1.5 g/tablet), 12 NaP tablets daily, or PEG 17 g tie 
dose recommended for oonstipation). Study drugs were given each morning for 7 
days. MaP tablets were taken 4 at a time every 15 minutes with 8 oz of any bever- 
age. PEG wea dissolved in 8 oz water. Subjects ate their usual diets. Laxativ8s other 
than stable doses of fmsr suppfements were prohibited. Patients kept a diary of 
their bowel movements (time, consistency and ease of passage of each BM) and GI 
symptoms (cramps, flatus, and rectal irritation). Subjects who met defined @aria 
for excess laxative effects had mandatory reductions in their dose of study drug. 
Serum electrolytes (Na, K, Cl, HUB, Ca, P, Mg) were measured at baseline and 4 
times during treatment 
Results: Each dose level of NaP was associated with a significently greater 
increase in mean daily bowel movements than f&ralax after one day of dosing and 
after the last dosing day for each patient (Table 1). Changes in the stool consistency 
score were significantfy greater with NeP after the first and last dosing day. Every 
subject randomized to either NaP dose required at least one dose reduction, com- 
pared to none of the subjects taking PEG (p&01). The time to the first softor liquid 
BM was significantly shorter with NaP than with PEG. No subject was discontinr#f 
for an adverse event, but one subject in the PEG group was lostto follow-up after 
vomiting on the second day of dosing. Changes from baseline in electrolytes did not 
differ significantly among the treatment groups following completion of dosing. 
Conclusion: MaP tablets @ken for one week were well tolerated by volunteers, and 
produced significantly greater and more prompt laxative effects than PEG. Changes 
from baseline in electrolytes did not differ significantly among the treatment groups 
at the end of dosing. NaP tablets show promise as a treatment for constipation, and 
further studies in patients with constipation 8re planned. 

Disclosure: This presentation will include discussion of commercial prod- 
ucts or services. 
Dr. Rose is an employee, corporate officer, and shareholder of InKine 
Pharmaceuticaf Co. Inc., the manufacturer of Visicol Tablets 
(sodium phosphate). 
The study and travel arrangements for Dr. Rose were supported by InKine 
Pharmaceutical CO., Inc. 



Background: Sodium phos hate solution has been marketed in the US as 
&e a laxative for over one hun d years. lu 2000, InKine Pharmaceutical 

Co. obtained US approval of VisicoI Tablets (1.102 g of sodium phos- 
phate monobasic monohydrate, USP and 0.398 g of sodium phosphate 
dibasic anhydrous, USP, total of 1.5 g NaP}, the first tablet pur ative, for 
use in cleansing of the bowel prior to coIonosco y in adults. 
approved dose for colon deansing is 40 tablets 60 g). After approval, P 

T!te 

the company began to receive anecdotal reports of successful use of 
visicol in the treatment of constipation, including patients with severely 
compromised gut motility secondary to such condttions as spinal stenosis 
and multiple sclerosis. As an initial study in a possible constipation pro- 
gram, we undertook a randomized, open stud 
paring the safety and laxative effects of two B 

m  healthy volunteers com- 
oses of Visicol tablets with 

those of Miralsx (polyethylene glycol, PJSG 3500) solution, the leading 
prescription laxative. 

Treatments: Subjects were randomized to one of three treatment groups: 
NaP 8 tablets (12 g) daily, NaP 12 tablets (18 g) daily, taken as 4 tablets 
every 15 minutes with 8 oz of any non-alcoholic beverage in the morning. 
Subjects taking PEG were instructed to stir one dispenser (17 
heaping tablespoon) of PEG granules into 8 oz of any non-&o %  

about a 
ulic bev- 

et-age, stir, and drink. 
open label. 

Study drugs were taken for 7 days. Treatment was 

Subjects taking NaP tablets had mandato 
laxative effect if they had any one of the 7 

dose. reductions. for excessive 
ollowmg complamts or diary 

entries: Ttvo stools rated as ‘ loose” on any single day; any stool rated as 
“watefl or two days of zramping rated as “moderate” or one day of . II crampmg rarea as --severe.. 
In the event of dose reduction, the daily dose of NaP T&lets was reduced 
by 4 tablets (from 12 to 8 or from 8 to 4). Subjects cotid have onear 
more subsequent dose reductions if they had quaIi@ng s mpt&s.a@in 
aftq a previous dose reduction (Le., first, from 12 to 8 dlets~tielr * 

. 
from 8 to 4 tablets). Subjects taking 4 NaPTablets daily whs quqfied 
for a dose reduction had their dose reduced to zero tablets butcontmued 
to be foIlowed in the study. Any 

i!l 
atient taking PEG who met the&&a 

for a dose reduction was to have eir dose redueed to zero but contmued 
to be followed iii the study. 
Subject Diary: During the screening/baseline and treatment periods, sub- 

i 
‘ects kept a daily diary of bowel habits and GI symptoms. For each 
owe1 movement, the following information was recorded: time of day; 

stool consistency on a scale from 1 to 5 (hard to watery); and dif&ulty of 
passage was rated on a scale from 1 to 5 (strain to very urgent). Subjects 
also recorded information on 3 GI symptoms commonly associ@ted with 
laxative use: crsm 
each symptom as a fi 

ing, rectal irritation, and flatus, Patients recorded 
sent (“none”) or recorded the most severe symptom 

of the day as n&$ moderate, or severe. 
Patient Follow-;p and Safety Information: After the screenin 
period, subjects w&e seen on dosing days. 1 (the first day of P 

aseline 
osing], 

2,4., 6, and 8. The last dose of study drug was given on the ruorn&g of 
dosmg day 7. At each visit (except on day 1, just before do@&, diary 
data were collected, subjects were queried about adverse events, and a 
blood chemistry panel was drawn (sodium, chloride, bicarbonate@tas- 
sium, calcium, inorganic 
phatase, ALT, AST and 8 

hosphorous, BUN, creatinine, alkaline phos- 
ucose). In addition, serum magnesium was 

drawn at baseline and on the day following the last treatment day. 
Endpoints and statistical analyses: The primary endpoint was the r&n 
change in the mean number of stools per day from baseline. Other effl- 
cacy anal ses included the number of patients needing a dose reduction, 
changes B om baseline in stool consistency and ease of passage, the time 
to the first bowl movement or first watery or loose bowel movemknt. 
RESULTS 
Baseline information:: Summary statistics for the demograph& ofthe 
study groups are displayed in Table I. No statistical corn$?ansons wer per- 
formed on demographic parameters. Age, gender, and herght were very 
similar between the study groups. Females predominated in ah 3 treat- 
ment groups. The NaP 12 tablet group had comparatively more African 

Americans than the other two groups, while the NaP 8 tablet had some 
what heavier subjects. Summary stahstics for baseline stool habits are 
played in Table 2. There were no significant differences in mean num 
of stools/day, stool consistency, or stool ease of passa 
ment groups. Electrolyte revels at baseline were s ..Jg. among the lxe 

m  the treatme 
groups (data not shown). 
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